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Problem:

With current
techniques there
IS N0 way to
asure
Anges in gene

)Fression in
brains of
living subjects.
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Stress and Addiction:

Stress plays a
central role in both
the development of
addiction and the
risk for subsequent
relapse to chronic

drug taking after
addicted
iIndividuals have
achieved an initial
period of sobriety.
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Affects of stress on
alcohol craving can
be modeled by
exposure to
personalized scripts
describing drug 0
stress-related
situations in a

laboratory setting
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Fig. 1. Alcohol craving after stress and other imagery conditicns. Shown is the
mean change from baseline in alcohol craving after exposure to stress (S),
drug/alcohol cue [0V, and neutral relaxing (M) imagery conditions on separate days
in 25 cocaine-dependent alcoholics [condition main effect: A2,408) = 181, p <
0.0001; 5 = DC = M) immediately after imagery exposure [0 time point) and up to
60 min after imagery exposure [time point main effect: FS, 408) = 4.5, p =
0.0005).

Breese, et al. (2005). Stress enhancement of craving during sobriety: a
risk for relapse. Alcohol Clin Exp Res 29, 185-195.




Cue induced
craving In the
laboratory
predicts alcohol
use in the “real
world”.
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Fig. 2. Relation of stress-induced craving and drinks consumed. Scatterplot
for stress-induced alcohol craving area under the curve (ALUIC) response during
the inpatient laboratory session and total number of drinks consumed in the 90
days after discharge from inpatient drug treatment (R® = 0.30, r = 055, p =
0.0001) in 48 cocaine- and alcohol-abusing patients. Alcohol craving in response
1o drugfalcohol cues or to neutral relaxing imagery exposure was not associated
with drinking after discharge.

Breese, et al. (2005). Stress enhancement of craving during sobriety: a
risk for relapse. Alcohol Clin Exp Res 29, 185-195.




Addicted individuals show altered subjective
responses to drug and stress related imagery

Group X Condition interaction: Group X Condition interaction:
[2,108 = 5.9; p<.0001] [2,108 = 4.5; p=.01]
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Addicted individuals show altered physiological
responses to drug and stress related imagery
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raving, anxiety, behavioral dist
otions with a suppressed heart
E response.

the subjective and physiologic

believed to occur as a result o
sion following chronic exposure
, 2003; Mailliard and Diamond, 2004;
t al., 2002).
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protein amount determination (AAA)
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DIGE Gel 1086, spot distribution DIGE Gel 1082, spot distribution
(Cy5:Cy3 Cocaine:Healthy) (Cy5:Cy3 Alcohol:Healthy)







5is of samples collected from individue
2ntal conditions.

| Cocaine dependent subjects showec
Ipheral blood protein profiles compare

ssion of stress-related proteins may
nse to stress observed in both alcohc
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* Moving from group lations.

* Moving from descri

» Assess the relation arkers and
psychological, physi ices of stress
during exposure to s ted samples
(cocaine, alcohol).

» Validate candidate biomakers of sress-related vulnerability in a new
cohort of addicted subjects (cocaine, alcohol; n=30/group) as
compared to healthy non-addicted control volunteers (n=30).

» Determine whether specific treatment interventions targeting stress-
Induced vulnerability to relapse affect expression of candidate
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